Ramon y Cajal discovered a particular cell type in the gut, which he named 'interstitial neurons' more that 100 years ago. In the early 1970s, electron microscopy/electron microscope (EM) 
Interstitial cells of Cajal (ICC)

At first there was … What was at the beginning? The answer is: the cells that S. Ramon y Cajal discovered in the muscle coat of the gut and called 'interstitial neurons' more than 100 years ago [1]. He gave them this name since these cells (i) looked like nerve cells, (ii) were identifiable through staining techniques which specifically labelled neurons (e.g. methylene blue or silver impregnation) and (iii) were located in the interstitium between nerve endings and smooth muscle cells (SMCs). However, unbelievably, their 'existence' was more or less rejected by the scientific community of that time. After about half a century, examination of the gut muscle coat under the electron microscope revealed cells probably corresponding to the so-called Cajal's 'interstitial neurons'. Among the pioneers of this 're-discovery' were M.S. Faussone-Pellegrini
and, independently, L. Thuneberg [3] 
: it was immediately clear that these cells were not neurons. Therefore, scientists labelled them Interstitial Cells of Cajal (ICC). From then the 'interstitial neurons' of Cajal were buried with all the honours they deserved and 'Interstitial Cells of Cajal (ICC)' were born and grew (Figs. 1 & 2).
At present scientific papers (e.g. [4, 5] [6] .
) are available for: (a) a complete map of the distribution of ICC within the muscle coat of the gut of several mammals, including humans, (b) a detailed description of their ultrastructural features which is of great help in their identification, (c) molecules expressed by ICC, considered to be markers for these cells (c-kit) and their role(s) (NK2r). It has also been demonstrated that ICC origin is mesenchymal, thus further confirming that they are not neuronal cells
After [7] [8] [9] for reviews). Moreover, pathologists view them as the origin of Gastro-Intestinal Stromal Tumors (GIST) and being primarily involved in several gastrointestinal disorders [10] [34] [35] [36] [37] [38] , for reviews see [39] ), blood vessels [40] [41] [42] [43] [44] , lymphatics [45] , as well as male and female reproductive systems ( [46] [47] [48] [49] , for reviews see [50] 
At least four telocytes (TC) are present in the interstitium among acini (a). Note the cell bodies of TC and the emerging prolongations -telopodes (dashed lines). The length of the telopodes is very impressive: tens of micometres (!); they are very thin (less than 0.5 m).
Reproduced with permission from Popescu et al. [13] . [13] . [14] . [30] . ( Fig. 12) , coexist with the ICC and often share an identical distribution. One of the conclusions of that study was that ICLC and ICC are two different cell types. Another collateral conclusion is that we will never know whether the 'interstitial neurons' described by Cajal correspond to the ICC, to the ICLC or encompass both. [11] . [51] . [52] . [12, 13] , mesentery [21] and even placenta [20] . Moreover [54] .
Fig. 6 Digitally coloured EM image of a telocyte in rat myometrium: telocyte (blue), SMCs (Sienna-brown); N ϭ Nuclei. Note three long, moniliform processes that encircle bundles of cross-cut smooth muscle cells. Original magnification ϫ6800. Inset: Human pregnant myometrium. Primary confluent culture (day 8) showing a telocyte with at least 3 prolongations with several 'beads' along telopodes. Reproduced with permission from
Fig. 7 Electron microscopy of human non-pregnant uterus. Note the telocyte covering smooth muscle cells (M). The telopode is digitally coloured in blue
TELOCYTES and TELOPODES
now on, by using the Greek affix 'Telos'. Aristotle believed that T⑀ (Telos) was an object's or individual's greatest potential
The initial meaning of the word was 'burden', and the most probable semantic development was from 'duty'/'task' to 'execution of task', 'completeness' and most important, 'power to decide'
At present, one could easily see the fast-rate ascending trend of the interest in 'Interstitial Cajal-Like Cells' (or ICLC) during the last 5 years (see Fig. 14). Note the visible difference between the growing rate of the two parameters (published items versus citations), showing a progressive interest in these cells, which are actually -telocytes. © 2010 The Authors Journal compilation © 2010 Foundation for Cellular and Molecular Medicine/Blackwell Publishing Ltd
Fig. 12 Rabbit colon. Two telocytes (asterisks) close to the submucosal border of the circular muscle layer. These cells have a small oval body, mainly occupied by the nucleus, and extremely thin and long processes extend beyond the cellular body, curving repeatedly. No basal lamina is present around these cells. SMC -smooth muscle cells.
Fig. 13 CD34-immunoelectro-labelling: small intestine. CD34-immunoelectro-labelling is present on the surface of a telocyte. The labelling appears as an electron-dense material distributed all along the plasma membrane, from which spherules protrude outside. Reproduced with kind permission from
Between 1991 and 2009, a PubMed search of the Medline database retrieved over 250 records on topic of Interstitial Cajal-Like Cells and more than 7400 citations, with an average of almost 30 citations per item, consequently leading to a Hirsch index of 43.
Telocytes [refs. 12-33]
An important role, which could be attributed to telocytes in the heart is that of being active players in cardiac renewing, since they are 'nursing' cardiomyocyte progenitors in epicardial stem cell niches [31, 32] . A strong argument is provided by comparative micro-anatomy: the newt heart is a model for adult heart regeneration, as newts can functionally regenerate their heart after amputation of the apex of the ventricle [55] . In this regenerative process, a supporting network of stromal cells is primarily developed and these cells, which fulfil all ultrastructural criteria for telocytes, are present in large number [56] . Therefore, apparently an important goal for regenerative medicine would be to find some factors to stimulate telocytes, as autologuous in situ cells. [53] . 
